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Sir: 

The applicants respectfully request the correction of error in the official Filing Receipt for the 
above-identified patent application. A clerical error has occurred in the title of the application. The 
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Title 
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A copy of the erroneous Official Filing Receipt accompanies this Request. Also, attached is 
a copy of page 1 of the Transmittal Letter Form PTO-1390 and page 1 of the subject specification. 
Correction of the above is respectfully requested. 
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Page 1 of subject application. 



H;\DOC\OFR\SPO\SPO-1 1 2-CFR-2-PTO DOC/DNB/la 




RECw 

APR 1 8 . 

TECH CENTER m, 



DESCRIPTION 



HIGH LEVEL SECRETORY SXPRSSSIOH SYSTEM OF INTACT MK FAMILY PROTEIN 

5 Technical Field 

The present invention relates to a high level gecretory 
expression system of an intact MK family protein by recombinant DNA 
techniques using methylotrophic yeast as the host. 
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MK is a growth factor discovered as the retinoic acid responsive 

gene product, and is a polypeptide that is rich in basic amino acids 
and cysteine and that has the molecular weight 13 IcDa (Kadomatau, 
K. et al.; Siochem, Biophys. Res. Commun./ 151j 1312-1318, 1988; 
15 Tomomura.M.etal.: J. Biol. Chem., 265; 10765-10770, 1990). MK hae 
45% sequence homology to another heparin-binding protein referred 
to as pleiotrophin (PTU) or hep ar in-binding growth associated molecule 
(HB-GAM) . 

MK and m have common activities such as the neuro trophic factor 
20 activity (Li, Y.-S. etal.: Science, 250: 1690-1694, 1990; Merenaies, 
J. SRaavala, H,: J. Biol. Cbem. , 265: 16721-16924, 1990; Muramatus, 
H. et al.: Dev. Biol., 110: 284-296, 1985), the enhancement of 
fibrinolytic system (Kojima, S . et al. : J, Biol. Chem., 270: 9590-9596, 
1995 ) , proliferation of variaue cells , transformation of NIH3T3 cells 
25 (Kadomatus, R. et al..: Brit. J. Cancer, 75: 354-359, 1997; Yolcota, 
C. et al,! J. Biochem., 123: 339-346, 1998), and angiogenesis - 

Thus, these MK family proteins are expected to be useful as 
drugs, and the development of high level expression system of theae 
proteins has been strongly demanded. Natural MK and PTN proteins are 
not glycosylated. Therefore, the high level expression of these 
proteins with no glycosylation by recombinant DNA techniques, would 
be extremely useful not only for production of the proteins as drugs 
but also for structural and functional analyses of the proteins, in 
this invention, an unglycosylated MK family protein is referred to 
35 as an intact MK family protein. Herein, an MK family protein means 
a protein comprising at least the amino acid sequence of a mature 
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